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Dear Sirs

We are current planning for a REACH registration for n-Butanol (71-36-3) for 2018, | have
been directed to yourself with regard to access to a number of studies used to the earlier
REACH registration. These studies are:
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Can you please provided infarmation as to what would be required in order o obtain access
to use these studies for our own REACH registration under the BASF lead registratior In
particular we are interested in timescales and costs.
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TR STUDY §032-006

Conducted for: Lﬁ:l’//

E
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'oo. .OX nl“ b '”-"'""':\-;;'M
Research Triangle Park, North Carolima 27709 LT
by:
TOXICITY RESEARCH LABORATORIES. LTD.
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uskegon, Michigan 49444 .
cfmhw 1o
Rat Oral Subchronic Toxicity Study On ‘O ‘s
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Compound: -
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Hormal Butanol
Q s44-8b

Start of Test (pretreatment): bugust 19, 1985
Interim Necropsy: October 7 and 8, 1985
Final Mecropsy: Novesber 25 and 26, 1985
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SUTIARY

The purpose of the study was to evaluate the toxicity of mommal butanol
in a rat subchronic toxieity study.

Four groups of male and famale wats (30/sex/group) were dosed orally
ence dafly with 0, 30, 325, or 500 mg/kg/day of compound for 6 weeks
until the day of the interim mecropsy. WKfter the interim sacrifice, all
surviving rats wer: dosed dafly until the final sacrifice. Body weights
and food comsumption were recorded weekly and the rats were cbserved at
Teast twice dafly for mortality and overt signs of toxicity. Ophthalmo-
Togic examinations were done during the pretreatment peried and again
during week 13. Bloed and urine for clinicopatholegic evaluatien were
collested from 8 Tifth group of 10 rats/sex prior to {in{tfation of
dosing, from all surviving rats scheduled for the Interim sacrifice, and
fron the first 10 rats/sex/group at the final sacrifice. The first 10
msle and 10 female rats from each group were scheduled for mecropsy on
day 43 or 84 and 811 vemaining rats on Gy 92 or §3. Gross postmortem
exminations were done on all rats. Organ weights were taken frem rats
sacrificed on day 92 or 93. After the Timal sacrifice, @ complete
histopathologic examinstion was dome on 811 rats 4n the eontrol and
I:!gh-doig groups, on livers, kidneys. and hearts from the low- and mid-
dose groups, and em 211 gross lesfons. In addition, a histopsthologic
exanination was done on any vat found dead or sacrificed In extremis.

The enly unequivocsl effects produced by mormal butanol were ataxie and
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hypoactivity at the 500 mg/kg/day dote Tevel. The maximm weekly fnci-
dence was 32% gnd 295, vespectively, but atexia or Bypoecitivity were
mot seen as treatment-related signs wntil the €imal six weeks of the
study. 0o treatment-related clinical signs were seen at the 30 or the
125 mg/kg/day dose level. N

Sody weight and food comsumption values were gimilar for control and
all treated groups. Ho treatment-related effect was observed at the
eophthalmoscopic exeminations or in grt;ss or microscopic evaluation of
the tissues.

Three rats were found dead or sacrificed in extremis, but these deaths
were mot due to administration of the mormal butamol.

At the dnterim clinical pathologic eveluation, ved blood cell count
(®8C), packed cell wolume (PCV), and hamoglobin (HGB) averages of the
500 mg/kg/dey dose group females were 5% below control averages.
Milmgh these differences were statistically signiffcant, they were
small and wo differences between the parameters were ebserved {n the
males of the Ynterim evaluation or between control and treated groups
of either sex at the final evaluation. Therefors, even if the lower red
blood cell parazzters fn the 500 mg/kg/day females wers an actual treat-
memt-related effect, it was emal) and trmﬁorr. |

COMCLUSION

Oral sdministration of mormal Butanrol at 800 mg/kg/day produced ataxia
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ond Qypoactivity ot & animm weekly Yncidence rate of 32 and 293,
resgectively. A slightly (53) lower (compared to controls) ved blood
eell count (RBC), packed cell volume (PCY), and hemogiobin (MGB) concens
tration present In the 500 mg/kg/day dese group females at the interim
evaluation only say have een treatment-related.

fic treatment-related effect was ebserved at the 30 mg/kg/day or 125
»y/kg/day dose levels.
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Introduction

The purpose of this study wes €0 evaluate the toxfcity of morma)
butanol in & vat subchronic toxfcity study. In order to assess the
toxicologic potential after both 6 weeks end 13 weeks of dosing, mn
interim sacrifice ot the 6 week fnterval was ncluded.® The oral
route of administration was used because this is the probable route of
fwman exposure.

This study was conducted 1 accordance with the protocol (ﬁpp.ndix F)
the Standard Operating Procedures ef Toxfcity Research Laboratories
(TRL) and {n eampliance with Good Laboratery Practice Regulatioms for
Noncldnical Laboratory Studdes.?

gre described herein.

Procedures pertinent to this study

Methods
Test Material

Wormal butenol (lot 4 3597 KVWE) was gurchesed from American
Scientific Products, Romulus, Michigan, Samples of each dose concen-
tration were saved during weeks 1, 4, 6, 10, and 13 and taken to the
Muskegon County Wastawater Treatment Facility for chemical amlysis at
tl;n Jaboratory under the direction ef Dr. #vi Joshi, Physical Chamist.
Duplfcate samples were sent to Mr. John Haney, ERCO, a division of
Enseco, Inc., 185 Alewife Brook Parkway, Cesbridge, Massachusetts for
referee anelysis.

Protocol Change ¢4, effective 9/10/85.

®  pederal Register, Vol. 43, Mo. 287, Part 11, Decamber 22, 1978,
oD. £9986-60020,
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Anfmals and Hugbandry
The rat was chosen as 8 test system because of its establighed usefule

mess 4n toxicologic studies and as @ pharmacologic ®model. One
fundred-fifty three male and one hundred-forty seven femsle vats® (45-
§5 grams) aged 22-23 days arrived on August 12, 1985 and were housed
fwdividwally n wire-bottam eages®, Ffitered sunicipl saterS and
Purina Certified Rodent Laboratory Chow™> were avaflatle ad 1bitum.
This feed has been tested by the manufacturer for contaminents, mone
ef which were present at levels that would be expected to affect the
gutcome of the study. An acclimation peried of 7 days prior ¢o the
pretreatzent week was allowed. During the acclimation pericd, the
rats were ebserved with respect to general health and any rat with
evidence of dfsease or physical abnormslity was d¢iscarded. A
clean/dirty corridor systam was in effect. Room air was filtersd and
humidity (average 47.6%, ¢ 9.2) and temperature (average 70.2°F, ¢
2.2) controlled. The temperature value was calculated wsing the
dafly high and low value, £1 standard deviatfon. One value per day
was used to calculate the mmidity sverage. A 12 hour 1ight:12 hour

dark eycle was eontrellad luthctin‘l'ly.

2
Charles, River Breeding Laboratories, Inc., Portage, MWichigan,
Cri: CDR(SD)BR. " ’ ’

b Rats were housed in sccordance with recommendations contained in
DHEY Publfcztion Mo. 78-23 {NiH): Revised 1978, ®Buide for the
Care and Use of Laboratery Animels.® During the ecelimation
period the rats were housed 3/cage.

€ Mater wsed at ™ amalyzed geriodically For the presence of

contaninants as definsd by the Envirormental Protection Agency
SNational Interim Primary Orinking Water Wegulations® Cede

Federal ulation, Title 40-Protection of Enmviremment Vart
: HI.II () ﬁ 141.12. Records retained at TR. .

€ Lot @s May02-B5-3E, AugDi-85-2f, MAug07-85-15, Aupl0-85-20,
3931;55?- Puring Lad Chows-12T, Checkerdoard Square, St.Louis.
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The first day of the pretreatment week was August 19, 1985. At the
fnitiation of the pretreatment week the rats were assigned randomly to
groups (30 ntslm/gm;: and 8 fifth group of 30/sex) wsing a
computer printout. The rats were Individually fdentiffed By toe

eTipping.

Compound Administration

Mdninistration of the test materfal began on August 26, 1985. The
rats scheduled for the interim sacrifice were dosed dafly for 42 or 43
days and the rats scheduled for the final gecrifice were dosed dafly
for 91 or 92 days.

. Normal lu:an:ﬂ s Animal Numbers -

I‘OIIE |g£ gz !:! e [
Interim Final Interim Final

1 0 B01-010 011-030 031-040 0431-060

11 . 30 061-070 071-090 031-100 101-120

111 125 j21-13C 131-150 151-160 161-180

iv 500 181-190 191-210 . 211-220 221-240

¥ Baseline 241250 251-260

The amounts administered were based on individual weekly body weight
values. Fresh solutions of the compound (in defonized water) were
prepared weekly end dosed orally at a wlume of 10 ml/kg. Controls
recefved defonized water at the same volume. A plastic syringe and an
18 gouge ball-tipped metal dosing cannula ensheathed in & mumber 8
French catheter were wsed vo administer the solution.

®  pandomization printout prograsmed by Dr. John Quiring, Assoctate
Professor of Hathematics end Computer Science, Department of
Mathemstics omd Cemputer Sciemce, Grand Valley State Colleges,
Allendale, Nichigan.
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D. (Clinical Observations
Body weights and food consumptions were recorded weekly and the rats
were cbserved at least twice dafly for mortality aml clinfcal effects.

E. Ophthalmology

l‘li rats received an ephthsimoscopic examinatien during the pretreat-
ment perfod and week 13 by @ weterimary nntha'lno'logist'.
Ophthalmologic examinations were conducted on all rats in a darkened
room with an fndirect ophthalmoscope. Seven rats that had an eye
lesfon during the pretreptment geriod were mot dncluded in the study.

F. Clinical Pathology

1. Swmpling
Blood and urine samples were collected from the 10 male snd 10 female

rats in group V prior to initiation of dosing. Blpod was obtained at
the time of mecropsy fram all surviving rats scheduled for the dnterim
sacrifice and from the first ten vats/sex/group at the fimal sacri-
fice. Urine was collected in metabolism cages 3-5 days prior to the
scheduled sacrifices. The rats were gnesthetfzed with €O, the
thoracic eavity was opened and bleod was collected by cardiac punce
ture. A mecropsy was then dome en each of these rats (except these
‘4n group V) and the tissues preserved.

. ams Pﬁm b’ .0 rt n“.rl n-'-.-. -.su .-M “mi.ml
Dipicmates, American Collepe of Veterinary Ophthalmologists,
Nichfgan State University, East Lamsing, Wichigan.
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Tests Performed

The following tests® were performed:

Hanatology: hamoglobin (HGB), bematocrit (PCY), erythrocyte

e eount (RBC), wmean ecell wolume (MCY), mean cﬁ]
bamoglobin (MCH), mean cell hemoglodbin comcentration
(MCHC), total and differential leucecyte esunts (MBC),
estimated platelet count (PLT).

Serum Chemistry:  a@lkalimne phosphatase (Alk phos), bloed urea mitrogen
(BuN), glutamate pyruvate tramsaminase (S&PT),
lutamate oxalecetate transmminase (S60T), glucose
Sluc), total protein (IP), albumin (Ald), A/G ratio
calculated), globulin (calculated), total dilirubin
Tot. bi11.}, ud{u% {Na), potassium (K). ehioﬁds
(C1). ecaleim (Ca),” dnorganic phosphate {Phos),
carbon dioxjde (TCO,], totsl serm cholesterol (Chol},
ereatinine,

Urinalysis: pH, specific gravity, glucese, grotein, Eketones
bilirubin, urobilincgen, microscopy ©of sediment.

A mecropsy was performed on all surviving rats of the first 10 males
and 10 females from each dose group on day 43 or &4 of the study. On
days 92 or 93 the ramaining rats were mecropsied. Rats found dead
were also mecropsied. Interim and f{nal sacrifice rats were anesthe-
tized with (0, and exsanguinated by cardfac puncture. The cranfal,
thoracic and peritoneal cavities were opened and the contents examined
macroscopically. The organs and tissues Tistad in section H were
removed from each anims) and preserved. Lumgs were dnflated with
formalin via the trachea. Eyes with attached optic merve frem all

€ gee Appendix C for clinfcal pathology methodology.

Protocel Change #1, effective 8/15/85; Protocel Change @2,
effective B8/13/85.

€  Protocel Change #, effective 9/10/85.
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rats killed at the interim and final sacrifices were greserved n a
modified 2enker's fixative. The testes with attached epididymides
from a1l sale rats were preserved In Bouin's fixative. A1 other
tissues were preserved 1n 105 meutral-buffersd formaiin. Feet were
praserved with the tissues for positive ddentificatfon of the rat.

Prior to fixstion at the final sacrifice on'ly.. the following organs
were weighed: brain, heart, 1iver, spleen, kidneys, testes with
epididymides, and evaries. After fixation, the adrenals and thyroids
with parathyroids were uighed.‘ Ffor gafred organs, the organ weight
was the combined weight of right and left members of the pair. Organ/
bedy weight ratfos were determined for each tissue. Mo ergan weights
were taken on rats found dead.

Histology
The full tissue microscopic examination listed below was done on the

control and high-dose rats, on one rat sacrificed in extremis, amd on
those found dead. Also, Tivers, hearts, and kidneys of low- and mid-
dose rats, and a1l gress lesfons seen at mecropsy were examined
micrescopically.

As tissues ware trind. the presence or absence of tissues and
Tesions was moted. The tissues were placed in Tissue 101® cassettes
that were labeled with study mumber, Pat mmber and the cassette

& protocol Change #4, effective 9710/85.
Lab Tek Division, Miles Laboratories, Iac., Maperville, IL GOS40.
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number, They were then processed on & Fisher Scientific ll‘lstmticf‘
or en A0 TP/80002° After grocessing, the tissues were embedded in
peraffin using a Tisse TekCmmbedding systen. They were sectioned at
6-6 microns, mounted on mumberad $)ides and stained with hematoxylin
&nd eosin.

The following tissues were placed on sequentially wumbered slides as

follows:

S14de Number Tissue

heart end attached morta (a2 lomgitudinal seetion)

thymus

Tung (sections frem the caudal and Teft lodes)

traches (8 eress-section) ’

esophagus {a cross-section)

stemach (2 section from the monglandular escphageal aren

through the area of the cardfac glands inte the area of the

fundic glands gnd another section from the duodenun through

the pyloric sphincter into the area of the pyleric ghads?

3:1 ;;ary glands (sections ¢f the subiingual and mandibular
ands

L RS PO D pd st

]

gmall {ntestines (a separate cross-section of the ducdenum,

Jejunum and fleum

colen (a eress-gection)

Tiver (sections from the left and right lobes)

mncreas (2 separate section in addition o sections

commonly attached to the viscera)

soleen (a cross-section)

mesenteric Tymph mede

kidney (8 cross-zection of the right kidney)

IP‘IMI% bladder (an entire cresse-sectien)

:rmn( a section through the cortex and medulla of one
rend

pituitary
(with attached aptic esrve)

1és end parathyroids e
thoracic spinal ecord (a ms-nctiop
Jumbar spinal cord (a cross-section)

OBWVWE~) AL Vsl & W

o=

:aiggr Scientific Products, 34401 industrial Moad, Livonfa, WI

® aeur;un Opticel Sciemtific lsstruments Divisien, Buffalo, Y
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S14de Number Tissue

10 brain (three sections <4ncluding fromtal cortex and basal

grg'gil, smrietal cortex and thalasws and cersbellum and
Fis

11 bone with ssrrow-Teaur

}g teseis and epididveis (a cross-section of each)
ovary

12 | uterus (a cross-secticn of ome vterine horn)

iz - cervix (a Tongitudinal geciion with yterine horns)

13 skin

13 mammary gla a

13 gkeletal msqe (thigh)

13 sciatic merve

14, etc. tissue masses and all other gross les{ons

At the bhistologic examination, some 1l2sions were graded, when
pecessary, using the following Bystem: 1 = mimimal, 2 = slight, 3 =
moderate, 4 » gevere, 8nd § = extrame.

I, Statisties

The body weight, food consumption, :‘iinicopnﬁmogic. and ergan weight
data were tested for homogeneity of variance by Bartiett's methed
(Steel and Torrie, 1980). If the data were found to be homogeneous,
differences between control and treatment mears were tested for
statistical significance by tﬁe method of Dunnett (Dunnett, 1964), If
the data were found mot to0 be homogensous, the method of &fll
(wodiffed Dunnett’'s) was amployed (6111, 1877).

ds Regention
A1l data fmcluding specimens and a copy of ¢this weport will be
retained st Texieity QNesearch Laboratordes. Ltd., 519 . Hackley
fvenve, NMuskegon, Nichigan 49444 for at least S years. Before any raw
data 4s discarded, the sporser will be wmotified to ebtain permissien.

, & Protocol Change 91, effective 8/15/85.
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113, Results
A. Test Material
The resuits oFf the enalysis of samples analyzed by the Hastswater
Treatment Facility and by ERCO are given in Appendix A. Stability and
cencentration were found to be acceptadle.

B. Clinfcal Signs
The incidence of ¢linical effects is given in Table 1.

Treatment-related .ataxia -first—appeared -in the kigh-cose _group dur_i_g_'
week 8. Ataxfa and hypoactivity eccurred infrequently during weeks 9
and 10. These signs increased to a weekly incidence of 32 and 29% for
staxfa and hypoactivity, respectively, at week 31 ond continued at

approxisately the same frequency during weeks 12 mnd 13. Onset of
ataxfa and hyposctivity was about 2-3 minutes after dosimng and durae-

.iii.n wes less than one hour.

Other clinical signs cbserved @id mot appear to be directly related to
treatment. Three vats died during the study. Two of these deaths
were the result of the rubber catheter slipping off the metal dosing
esnnula. During week 4, a catheter lodged in the esophegus of a high-
dose female and ¢ae vat died of apparemt asphyxfation Before the
catheter could be removed. Duriag week 7, @ high-dose mile swallowed
@ catheter. It was sacrificed two days later when it became apparant
that the situastion was adversely effecting the Reaith of the vat.
This accident and the eccurrence of Rypoactivity, salivatien, labored
respiration, and/or retching over 3 3 day perfod in another high-dose
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rat account for the clinfcel effects cbserved in the high-dose group
during weeks 6 and 7. A mid-dose male dfed during week 1. It begen
exhibiting kypoactivity, emaciation, and labored respiration on day 4
and was found dead en day 6. MHistopathologic evaluntion of this rat
will be discussed later fn the report,

Dark urine and rales occurred dn a high-dose male durinmg week B
following a cage related eccident. This rat was mormal in appearance
within three days. During week 7, &8 2 om diameter tissue mass
appeared {n the Jeft axfillary ares of one low-dose femzle and 2 3 &
diameter mass appeared in the right axiilary area of another low-dose
female. MNeithwr mass Increased in gize and both disappeared before
study termination.

C. [Body Weight, Wefght Change and Food Comsumption

The body weight, weight clunge-ml food consumption values are given
in Table 2.

o treatment-related effect s present on body weight, weight gaim,
or food consumption. Statistieally significant differences between
control and trested group mean weight change and food comsumption
would eccur sporadically, but mo trend was cbserved and total body
weight everages for control end treated groups were similar throughout

the study.

D. Ophthalmology
The results of the ephthalmologic evaluntions are given in Appendix B.
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An ophthelmoscopic examination was gerformed p;inr te initation of
dosing snd a1l animals with ocular abnormelities were fdentified znd
discarded. Another ophthelmoscopic exsminaticn was performed during
week 13. The pathology ebserved was considersd o be within mormal
limits for the age, sex, and strafn of the animal.

Cilinical Pathel
Results of the clinicopatholegic evalvation are given <n Tables 3

threugh 7.

Only one alteration fn clinical pathologic parameters occurred tiat was
suggestive of a treatment-velated effect. At the imterim sacrifice,
RBC (p< 0.05), PCV (p< 0.01), end M5B (p< 0.01) averages in the
high-dose females were 5% less than the corresponding control aver-
ages. The RBC and PCY (p €0.05) sverages for the middle-dose females
were 2150 slightly (42 snd 3%, respectively) belew those of the con-
trols. However, RBC, PCY, and HGB averages were similar for control
and treated groups of males at the {nterim evaluation and for control
and treated groups of both sexes at the firsl evaluation.

Other statistically significant differences between control and
tmtﬁ group averages eccurred but they were small, eccurred in one
sex and st one evaluation only, and there was mo dose vesponse rela-
tionship. Thus, they were mot comsidered to bBe treatment-related.
They were: @ lower (p € 0.05) cholesterol average in the high-dose
miles at the {ntertm evaluation, & higher (p< 0.05) absolute meutro-
ghil count in the middie-dose males ot the dmterim evaluation, @
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higher (p< ©6.05) velative segmenisd meut>op~i1 count and a Yower
(p €0.05) relative Tymphocyte count in the Tow-dose females at the
final evaluation, and higher (p € 0.05) urine pH values in the Tow-
dose males at the fnterim ond Tow-dose femeles at the fimal evalu-

lt_ions .

F. Dbservasions at Necropsy
Observatiors made at mecropsy are glven 4n Table 8.

Mo treatment-related lesion was cbserved in gross mecropsy at the
interim or final secrifices or of the rats found dead or sacrificed
in extremis. The Tesions present were those commonly observed in
Taboratery vats and they were present §n control and treated groups
ot similar freguency or were one time eccurrences. The enlarged
uterine horns are related to the stage of the estrus cycle.

Three rats died during the study. WNo gross lesions were geen a Pat
§228. Rat ¢ 202 (which had & eatheter 1n its stomach) had dark areas
on the glandular mucosa of the stomach. In rat # 133 (middle-dose),
the left lobe of the lung was red and the eranial and middie lobes
were shriveled.

. @

6. (Orgen Gefghts
Relat’se and absolute group mean ergen weight walues are given in

Table 9.
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There was no apparent treatment-velated <ffect on ergan weight walues.
The only statistically significent difference between comtrol and
treated group aversges was & slightly (p< 0.55} Bhigher thyroid
weight average in ¢the high-dese males. MNo dose re2oonse relationship
was present, 0§ the absolute thyroid weights were stmilar for all
three treated groups of males. Worsover, they were only 14% above
the control aversge. Thyrold weight averages of the treated females
were not above those of the controls. Thus, this difference appears
to be a chance eccurrence rather than & trestment-related effect.

Histopathology
The resuits of the histopatholegic examination are given fn Table

10 end Appendix D. The his2oaccountability repert is given in
Appendix E.

o treatment-related lesdon was ebserved at the histopathelogic
evaluation. The Tesfons that were observed were ome time occurrences
or were present in the control end treated groups at a similar fre-
qency. The diffuse subacute Iymphadenitis of the mandibular lymph
node was visable grossly as ved or enlarped lymph nodes. This is a
commonly ebserved lesfon {n laboratory rats. The cause of death of
the mid-dose rat (#133) that dfed during the study was determined to
be & gevaging accident since a perforated esophagus was Found at the
histopathologic examinatien.

Biscussion

At the {nterim svaluation, BBC, PCY, and HGB gverages in the high-dose
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females were 5T below control aversges. The differences were statise-
tically significant but the biological significance 95 aquestionable.
A1l three parameters are closely velated, 3o a decreas2 4n the RBC
count would be expected €0 vesult dn a decrease 4n PCV and IGB
velues also. WNoreover, the cbserved differences were small and mo
ﬁ.ffennce betseen these parameters was seen in males at the interim
evaluation or between control and trested groups of efther sex ot the
final evaluation. Thus, even {if the decrease fn RBC count (amd hence,
PCY and HGB) wes a true treataent-related effect, It was s=all and
transitory.

One mid-dose and two high-dose rats died during the study, but none of
these deaths was due to miministration of movmal butanol. The two
high-dose vats died because the rubber catheter slipped off of the
dosing cannula during dosing. In one case (rat § 224), the catheter
lodged in the throat and esophagus, thws cutting of f air flow {nto the
longs. The rat died ef apparent asphyxiation before the cannula could
be ramoved. Mo gress or histolegic lesion relating to the death ef
this rat was ebserved. The second rat (¢ 202) swallowed the catheter,
It was secrificed twc days later , as the haalth of the rat was
adversely affected by the presence of the catheter 9n {ts stomach,
Gress mecropsy revealed dark areas on the glandular sucesa of the
gtomach. This was seen histologically as focal mecrosis.

Shriveled and red Tungs were ebserved at gress mecropsy ef the middie-
dose rat (¢ 133) that died. Histologic evaluation revealed pleuritis
and edema {n the Tumg and a perforated esophagus. Thus, death was the
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vesult of esophageal damage at dosing,

ggc'lusign
Ora) adninistration of morma) Butano) at 500 my/kg/day preduced ataxfa

and hypoactivity ot ¢ eaximm weekly Ymcidence rate of 32 and 25%,
respectively. A slightly (55) Tower (compsred ¢o controls) wed blood
cell count (RBC), pecked cell wolwme (PCY), and hemogiobin (H5B)
concentration present {n the 500 -gfk;{uy dose group females at the
interim evaluation enly miy have been trodtment-rylated.

No trestment-related effect was observed at the 30 mg/kg/day er 125
®g/kg/day dose levels. ’
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